Introduction
The unwillingness of the US Food and Drug Administration (FDA) to widen the application of the injectable hormone, Depo-Provera, to include contraceptive purposes has sparked commentary from consumer groups (1, 2) , ethical debate (3) and review in the US Congress (4) . Debate in the United Kingdom (UK) has raised similar issues. Both Committees of the US/FDA recommended registration of the drug as a contraceptive, but, on both occasions, registration was rejected by the FDA Commissioner, although it remains available in the US for cancer-related therapeutic application. In the UK, Depo-Provera is available as a contraceptive for only short-term use. At some time or another, DepoProvera has been used by some 10 million womenapproximately half in developed countries. Currently 1.25 million women around the world are thought to be using the drug as a contraceptive (5) .
Depo-Provera is one of a number of long-acting contraceptive steroids now in development or use. Because of its history, it has become a symbol of a wider set of discussions, involving not merely contraceptives, but the intent and execution of family planning programmes generally, as well as the behaviour of pharmaceutical multinational organisations. It has been acclaimed as a much wanted contraceptive, the use of which will protect women from the risk of childbirth and abortion, and will enhance the contraceptive choices available to assist individuals and society to meet their fertility goals. Conversely, it has been dammed as an example of Malthusian enthusiasts foisting unsolicited and questionable therapies on other people hence creating unwarranted risks especially for the poor and those least able to understand the benefit/risk considerations or to defend themselves against commercial exploitation. The debate has often been a sharp one, dividing groups who are otherwise united in their desire to try to close the hideous gap between the world's rich and poor or united in their attempts to extend reproductive choices to as many people as possible.
CHOICES
Contraceptives are instruments that allow individuals to make choices about their own fertility. As such, the individual has a right of access to knowledge about the risks/benefits of any contraceptive method, as well as to information about alternative methods. The existence of a choice of methods enhances the ethical position. Contraceptive use offers the possibility of choice as well as meeting a health need. Ethical judgments about use need to be made against two distinct but partially overlapping frameworks: need and choice. The element of need is congruent with other medical therapies; however, the element of choie brings in considerations of individual risks and benefits. These are similar to those an individual assesses before he or she dives into a swimming pool, smokes cigarettes or skis down a mountain. There is reason to believe individuals make private decisions about choice in relation to a personalised risk and benefit equation (6, 7) .
Depo-Provera is a specific example of a generic problem: defining the risks and benefits of any therapy and conveying such information to potential users and decision-makers. We believe the use of drugs, devices or procedures should always offer the patient seeking therapy, or the consumer using contraceptives, the choice which places them at less risk of morbidity and mortality than if they did not use the product in question. The ethic delineated in this paper is that the consumer's best interest must be paramount. Those providing contraceptives must combine distribution with appropriate product information and the decision to use or not to use the method must be made bv the user and, except in extreme cases, not by the medical personnel dispensing the product or service.
In choosing a contraceptive method, an individual must be free of any trace of explicit or implicit coercion. But if these ethical ideals are to become a reality, then appropriate questions must be posed in a logical order and the structure of decision-making understood. We will review the criteria for arriving at risk/benefit decisions, the philosophy of choice in making decisions concerning safety and the problem of whose choice -the providers' or the users', the government's or the individual's? Turning specifically to possible life-threatening risks, Depo-Provera is not qualitatively different from any other drug, although the assessment of possible risks and benefits is influenced by the unusual historical situation in which it was developed. Firstly, as a result of its long history of use, including application for non-contraceptive purposes, a large volume of data based on human utilisation, now exists. Secondly, some of the animal tests conducted on the drug only became a routine and required part of drug testing after Depo-Provera was already on the market.
Briefly, with regard to potentially lethal effects, Depo-Provera has performed somewhat better than oral contraceptives had at a similar stage of human use, but has given rise to more questions during animal experiments. When given up to 50 times the human dose, it produces breast and uterine malignancies in dogs and monkeys. Species differences can be important and, for example, if research on penicillin had been limited to guinea pigs, that antibiotic might never have been introduced as a human therapeutic agent because the animal model is unusually sensitive to the drug; or if periodic sexual abstinence (Billings Method, cervical mucus or sympto-thermal) were to be judged by animal models, it would be condemned as predisposing to congenital abnormalities, should failures occur (15, 16) . Having said this, if the animal data accumulated in recent years on Depo-Provera were the only information available, use of the drug might be unlikely. However, ongoing studies conducted by the World Health Organisation (WHO) in Southeast Asia have failed to show a statistically significant increase in the risk of human breast cancer among users (17) . The numbers available for the study of ovarian and uterine cancer are less, although again there is no suggestion of increased risk among users (18) . On biological grounds, it may be speculated (and in our present incomplete state of knowledge, responsible speculation about benefits, as well as about risks, must still take place) that long-acting injectables, such as Depo-Provera, could have the same effect as oral contraceptives do in preventing cancer in these two organs (19, 20) . In high doses, Depo-Provera is used to treat human uterine cancer (21) . It is also important to note that no adverse effects, such as cardiovascular changes, occur when very high, noncontraceptive doses are given to treat cancer.
Like all other systemically active contraceptives, Depo-Provera has a series of important but non-lethal side-effects that the user should understand (Table 2 , page 12). In the great majority of users, Depo-Provera causes serious alterations in uterine bleeding and most women, after prolonged use, have long intervals of amenorrhea. The return of fertility after discontinued use can be slow (22) . But follow-up over 48 months since discontinuing the drug, shows no overall reduction in fertility. Weight-gain can also be associated with use.
Combining all the medical evidence on risks and benefits, we believe a reasonable medical case can be made for offering Depo-Provera as a contraceptive in developed and developing countries (5, 23) . We also accept the fact that the evidence is by no means one way. Some commentators argue that any drug which has caused cancer in mammals, and especially primates, is too dangerous to use. Experimental animals, it is maintained, are deliberately given unusually high doses of drugs in order to determine risks that may occur when the same agent is administered in smaller amounts to large numbers of people. However, the counter-argument is that this logic may apply to antibiotics or tranquillisers, but not to hormones where the natural actions are only mimicked by natural dose levels.
Whatever the outcome of the purely medical discussion of risks and benefits, it is onlv the first of a series of questions with ethical overtones, relating to risks and benefits that need review. How is a modest benefit distributed among many people to be weighed against the death of a few? Are there non-medical risks and benefits? Do methods of distribution influence risk and benefits? Is it ethical to recommend DepoProvera in one country but not in another, or put another way, are medical standards to be universal. Depo-Provera has important non-medical risks and benefits. As a long-acting preparation, it is convenient to use, perhaps especially by those whose daily lives are burdened by the harsh realities of poverty and concern for survival. But as a long-acting contraceptive, it is more likely that both the user and provider of DepoProvera will misapply it than the oral contraceptive: a woman who is distressed by a side-effect or changes her mind about fertility control may be condemned to suffer the effects of an injection for many weeks.
It is essential for those who provide the product to combine distribution with appropriate product information and the decision to use or not to use the product should be that of the user not the medical personnel providing the service. The fact that there is no visible evidence when Depo-Provera is used as a contraceptive, unlike, say, intra-uterine devices (IUDs) which have a string that protudes through the cervix, can be an advantage to women whose natural autonomy is threatened by their male partners, or their mothers-in-law, or who are subject to other social injustices. Conversely, the long-acting drug could be attractive to a government or institutional health worker attempting to subvert the woman's own decision-making about fertility. These opposite points of view have been well expressed by Christopher (24) and Savage (25 (27) . It is often necessary to balance non-comparable data from conflicting sources. How does one weigh a research finding that monkeys given fifty times the comparable human dose of Depo-Provera for 10 years have developed malignancies, while after 15 years on the market in developed and developing countries, there is no evidence that the same drug induces cancer in people -especially when people do not live in cages and cannot always be followed methodically? Yet, nearly every activity in life has measurable risks of mortality and morbidity. Such risks can be expressed in several ways: as a rate per 1000 of the population or as an expectation of life, supposing all causes of death except the one under consideration were removed ( (39) . As Rosenfield states, this often results in the use of 'fewer physicians' but the delivery of 'more care' (40 
Informed choice
The individual is the most important focus of any discussion on drug use and distribution and, in the case of Depo-Provera, those problems that have arisen during distribution have sometimes been as much a failure to inform the potential user and respect her choice, as they have been due to side-effects ofthe drug (25) .
How much information is necessary for an 'informed' choice? And how feasible, in practice, is informed choice? In the case of contraceptives, we suggest an informed choice should include consideration of information about the risk of the drug or device (Table 2) , as well as realistic information about the risk of pregnancy and childbirth or abortion consequent on non-use, and about the use of other methods of contraception. In the specific case of DepoProvera, a user would need to know that the drug frequently causes gross menstrual irregularities and that the return of fertility, after discontinuing use, can be slow. Where possible, an informed choice should include the possibility ofwithdrawing from any path of action at any time and, as noted, Depo-Provera is at a disadvantage in relation to the pill as its effects, by design, are more long term.
Of special concern, from an ethical point of view, are societies where many people are illiterate. The problems arising when these individuals are exposed to information and make judgments about competing risks could be worse, or could remain the same as in a developed country. Analysis has shown that as a practical matter, literate individuals tend to underestimate the risk of common but non-dramatic diseases, such as tuberculosis, and to over-estimate the risk of rare but well publicised events, such as death from tornadoes or botulism (6) . Clearly, contraceptives, because of their association with sex and reproduction and because of the publicity they provoke, are likely to have their risks overestimated. This should not make us shrink from the ethical responsibility to provide potential users, of all sorts, with accurate, clear information designed to enhance their ability to make informed individual choices.
The Program for the Introduction and Adaptation of Contraceptive Technology (PIACT) is developing a series of illustrated booklets to provide product information on contraceptive choices to illiterate couples. These and other methods that convey information in a way that the user can understand should be promoted to improve the degree ofinformed choice (41) .
Weighing risks and benefits at an individual level is always a difficult task, but the first step is always to obtain the best information available and the second is to handle that information with a sense of proportion. Warwick, writing on the ethics of introducing drugs, conjures up the kind of statement research workers might present to women in the Third World: 'There is a 5 per cent chance that you will have a blood clot as a result of the pill' (1 1). He argues that such a statement would not be understood and he may be right, especially as the fictional figure Warwick chooses is one hundred times higher (!) than that observed in practice. Nevertheless, the sincere attempt to communicate genuine information must go on.
The special case of a mentally incompetent woman being given Depo-Provera is important, but ethically it is only one of several significant issues regarding therapy for mentally incompetent individuals. Society must always scrutinise the care of individuals incapable of giving informed consent as strictly as possible. However, there should be no conflict in philosophy or practice between respect for the individual, even if mentally retarded, and concern for her total health care and the prevention of possible abuses. It would be wrong or unethical to set aside one aspect of a patient's care, namely fertility regulation, and treat it as if it required a separate philosophy and pattern of drug regulation. Doctors and other health professionals have a responsibility to ensure the well-being and happiness of mentally handicapped patients. Such individuals must be given the maximum opportunity for an independent life and permitted to It is easy to fall into the oft-victimed trap ofbelieving that the medical 'standards' of the Western world are necessarily correct and, therefore, should be universal. While they may be relevant comparatively, such an absolutist position is misleading, as is the assumption that international agencies in the field of family planning conspire to foist untested contraceptives on the peoples of the Third World. At the time of writing the US/FDA is considering an appeal by the manufacturers to overturn the FDA's rejection of Depo-Provera as a contraceptive for the US. If nonapproval is overturned, it may encourage wider use in developing countries. But even if it stands, the FDA has made it clear that its decisions are country-specific. To argue that the criteria used by the FDA must apply to the developing world (at the risk of indulging in hyperbole) would be for a committee to design a mousetrap while the village is being attacked by a tiger. Risk/benefit ratios differ, medical resources are unequally distributed, and, in the case of contraception, access or lack of access to particular fertility control options, such as safe abortion and voluntary sterilisation, inevitably affect decisions over the availability and supervision of other methods, such as Depo-Provera. The problem is not one of giving priority to 'population control' programmes, but of attempting to extend socially and clinically responsible choices to people of all backgrounds. Many aspects of the process differ quantitatively between rich and poor countries, but remain qualitatively similar. The ethical calculus is composed, then, of two interrelated factors -one involves public policy-making, the other individual choice. A weighing of relative risks and benefits is an exercise common to both. In our judgement, it is reasonable to make Depo-Provera available as a contraceptive in both developed and developing countries. We recognise the strength and sincerity of possible counter arguments and hope that by dissecting the problem into its component ethical parts it will be easier to move from conflicting policies to consensus.
It is, of course, true that the health, demographic and socio-economic problems that the family planning programme set up in the 1960s and 1970s attempted to ameliorate have not gone away. For hundreds of millions of people, both now and in future generations, the preservation of the human freedom to choose their family size depends in large part on the vigour and realism of the voluntary family planning programmes that can be mounted and sustained in this decade. We 
